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<110> Xu, Wenfeng 

Presnel 1 , Scott R. 
Yee. David P. 
Foster. Donald C. 

<120> PROTEASE-ACTIVATED RECEPTOR PAR4 
(ZCHEMR2) 

<130> 98-lODl 

<140> US 09/371.333 
<141> 1999-08-10 

<150> US 09/053.866 
<151> 1998-04-01 

<160> 21 

<170> FastSEQ for Windows Version 3.0 

<210> 1 
<211> 4895 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 

<222> (176). . .(1330) 
<400> 1 

ctcccacggg ctggctggca agcggccctg gtgggtctgc gggggcaggg gcagccttcc 
60 

tggtttatct ccaccggcgc gatctgctcg tccgcctcgg ctccagaagc tggggctcag 
120 

ggtccggcga ggcaggaagc ctgaggccac agcccagagc agcctgagtg cagtc atg 
178 

Met 

1 



tgg ggg cga ctg etc ctg tgg ccc ctg gtg ctg ggg ttc age ctg tct 
226 

Trp Gly Arg Leu Leu Leu Trp Pro Leu Val Leu Gly Phe Ser Leu Ser 
5 10 15 

ggc ggc acc cag acc ccc age gtc tac gac gag age ggg age ace gga 
274 

Gly Gly Thr Gin Thr Pro Ser Val Tyr Asp Glu Ser Gly Ser Thr Gly 
20 25 30 

ggt ggt gat gac age aeg ccc tea ate ctg cet gee ccc ege ggc tac 
322 

Gly Gly Asp Asp Ser Thr Pro Ser He Leu Pro Ala Pro Arg Gly Tyr 

35 40 45 

cea ggc caa gtc tgt gee aat gac agt gac acc ctg gag etc ccg gac 
370 

Pro Gly Gin Val Cys Ala Asn Asp Ser Asp Thr Leu Glu Leu Pro Asp 

50 55 60 65 

age tea ,cgg gea ctg ctt ctg ggc tgg gtg ccc ace agg ctg gtg ccc 
418 

Ser Ser Arg Ala Leu Leu Leu Gly Trp Val Pro Thr Arg Leu Val Pro 
70 75 80 

gee etc tat ggg ctg gtc ctg gtg gtg ggg ctg ccg gee aat ggg ctg 
466 

Ala Leu Tyr Gly Leu Val Leu Val Val Gly Leu Pro Ala Asn Gly Leu 
85 90 95 

gcg ctg tgg gtg ctg gee aeg cag gea cet egg ctg eee tee acc atg 
514 

Ala Leu Trp Val Leu Ala Thr Gin Ala Pro Arg Leu Pro Ser Thr Met 
100 105 110 

ctg ctg atg aac etc gcg act get gac etc ctg ctg gee ctg gcg ctg 
562 

Leu Leu Met Asn Leu Ala Thr Ala Asp Leu Leu Leu Ala Leu Ala Leu 

115 120 125 

ccc ccg egg ate gee tac cac ctg cgt ggc cag ege tgg ccc ttc ggg 
610 



Pro Pro Arg He Ala Tyr His Leu Arg Gly Gin Arg Trp Pro Phe Gly 
130 135 140 145 

gag gcc gcc tgc cgc ctg gcc acg gcc gca etc tat ggt cac atg tat 
658 

Glu Ala Ala Cys Arg Leu Ala Thr Ala Ala Leu Tyr Gly His Met Tyr 
150 155 160 

ggc tea gtg ctg ctg ctg gcc gcc gtc age ctg gat cgc tac ctg gcc 
706 

Gly Ser Val Leu Leu Leu Ala Ala Val Ser Leu Asp Arg Tyr Leu Ala 

165 170 175 

ctg gtg cac ccg ctg egg gee cgc gcc ctg cgt ggc egg cgc ctg gee 
754 

Leu Val His Pro Leu Arg Ala Arg Ala Leu Arg Gly Arg Arg Leu Ala 
180 185 190 

ctt gga etc tge atg get get tgg etc atg geg gee gee ctg gea ctg 
802 

Leu Gly Leu Cys Met Ala Ala Trp Leu Met Ala Ala Ala Leu Ala Leu 
195 200 205 

ecc ctg aca ctg cag egg cag ace tte egg ctg geg cgc tec gat cgc 
850 

Pro Leu Thr Leu Gin Arg Gin Thr Phe Arg Leu Ala Arg Ser Asp Arg 
210 215 220 225 

gtg etc tgc eat gae geg ctg ecc ctg gae gea cag gcc tec cac tgg 
898 

Val Leu Cys His Asp Ala Leu Pro Leu Asp Ala Gin Ala Ser His Trp 
230 235 240 

caa eeg gcc tte ace tge ctg geg ctg ttg ggc tgt tte ctg ecc ctg 
946 

Gin Pro Ala Phe Thr Cys Leu Ala Leu Leu Gly Cys Phe Leu Pro Leu 
245 250 255 

ctg gee atg ctg ctg tge tac ggg gcc ace ctg cac acg ctg geg gee 
994 

Leu Ala Met Leu Leu Cys Tyr Gly Ala Thr Leu His Thr Leu Ala Ala 
260 ' 265 270 



4 



age ggc egg cgc tac ggc cac gcg ctg agg ctg acc gca gtg gtg ctg 
1042 

Ser Gly Arg Arg Tyr Gly His Ala Leu Arg Leu Thr Ala Val Val Leu 
275 280 285 

gcc tec gcc gtg gcc ttc ttc gtg ccc age aae etg ctg ctg ctg ctg 
1090 

Ala Ser Ala Val Ala Phe Phe Val Pro Ser Asn Leu Leu Leu Leu Leu 

290 295 300 305 

cat tac teg gae ccg age ccc age gee tgg ggc aae etc tat ggt gcc 
1138 

His Tyr Ser Asp Pro Ser Pro Ser Ala Trp Gly Asn Leu Tyr Gly Ala 
310 315 320 

tac gtg ccc age ctg gcg ctg age ace etc aae age tge gtg gat ccc 
1186 

Tyr Val Pro Ser Leu Ala Leu Ser Thr Leu Asn Ser Cys Val Asp Pro 

325 330 335 

ttc ate tac tac tac gtg teg gcc gag ttc agg gae aag gtg egg gca 
1234 

Phe He Tyr Tyr Tyr Val Ser Ala Glu Phe Arg Asp Lys Val Arg Ala 
340 345 350 

ggg etc ttc caa egg teg ccg ggg gae acc gtg gcc tec aag gee tet 
1282 

Gly Leu Phe Gin Arg Ser Pro Gly Asp Thr Val Ala Ser Lys Ala Ser 
355 360 365 

gcg gaa ggg ggc age egg ggc atg ggc acc cac tec tet ttg etc eag 
1330 

Ala Glu Gly Gly Ser Arg Gly Met Gly Thr His Ser Ser Leu Leu Gin 

370 375 380 385 

tgacacaaag tggggaaggc tgtaetgggt cgaacagggt eeetteccec acttcacgte 
1390 

cttcctggga cetcagaatg tgaccttatt tggaaatagg gttgttaeaa ctgtcactag 
1450 

cggaggtcac tttggagaag ggtgggectt acatecagtg tgggtggtgt cetcataaga 
1510 



taaggagagg ccaggcctgg tggctcacgc 
1570 

cggatggatc acttgagccc aggagttcaa 
1630 

tctctaccaa aaatacaaaa attagctggg 
1690 

ctcaggagac tgaggcagaa ggatcgcttg 
1750 

agattgcgcc actggactcc agcctgcgtg 
1810 

aattaattta attcaatttt aaaaagacga 
1870 

ctataatctc agcactctgg gaggccaaga 
1930 

accagcctgg gcaacatagg gggatcccat 
1990 

caggcattgt ggcatgcgcc tatagtccca 
2050 

cttgagcctg ggaggttgtg gttgcagtga 
2110 

ggcaacagag caagaccttg tctcaaaaat 
2170 

gagatagtgg gtgtggtggc tcacacctgc 
2230 

cagatcatct gaggccagga gttcaagacc 
2290 

taccaaaaat acaaaaatta gccaggcgtg 
2350 

acccagctac tggggaggct gagtcaggag 
2410 

ggtcagctga gatggtgcca ctgcactcca 
2470 

aaaaaagaga agaggagagg acacagagac 
2530 

ggcagagatg ggagtgatgc ggacggacac 
2590 

gccaacagcc accagcagcc aggagacagg 
2650 

gagggaacca gccctgccac caccttgacc 
2710 

aataaactct cattgtttta agctgcctgg 
2770 



ctgtaatccc 


agcactttaa 


gaggccaagg 


caccagcctg 


agcaacatgg 


taaaacccca 


cttggtggct 


ggcgcctgta 


atcccagcta 


aacctgggag 


gcagagg.ttg 


cagtgagccg 


acagagagcc 


tgtctctaaa 


ttaattaatt 


aaagtgacgg 


ccaggtgcag 


tggctcacgc 


tggaggattg 


cttgaagcca 


ggagtttggg 


ctctacacac 


aaaaaaattt 


tttaatgaac 


gccactcaag 


aggcacaggc 


gggaggatca 


gctatgattg 


taccactgca 


ctccagcctg 


aaacaaacta 


aaattaaaaa 


aagaagacga 


aatcccagca 


ctttggaagg 


ccgaggtggg 


agcctggcta 


acatggtgaa 


atcctatctc 


gtggtgggca 


cctgtactgg 


ggaggtgccc 


aatcgcttga 


acctgggagg 


cggaggttgc 


gcctgggcga 


aagagcgact 


ctgtctccaa 


acacagagaa 


gaaagccatg 


tggcggcaga 


aaactaaggg 


atgccacgat 


gccaagcaca 


cctgggacgg 


gctctccctc 


acagcctcca 


ctggacttct 


ggcctgcaga 


actgtgagac 


catgtggcac 


tttgtcaggg 


cagcccagga 



atctgaaaca ggatcaaact 
2830 

tgggctggat gcagcccacg 
2890 

gctgcattcc ctggagactc 
2950 

tcagtgccca atgctgtggc 
3010 

ccagcttctg gctttgggat 
3070 

ccaaaaccca tcactagcac 
3130 

gccttccctc ctctcacctg 
3190 

ggataaggtg ggacaatggg 
3250 

gcagacctgg aactcccttc 
3310 

cagaccacac ccaccgcaac 
3370 

tccccttcgc actgaccaca 
3430 

gccctcaacc ccgcaccctc 
3490 

acactgacca ccctcaaccc 
3550 

gctcggccct gcccccagta 
3610 

ctcccccagc cacgcccctc 
3670 

cagagcgccc gcccacctct 
3730 

caagccccca ggggagccct 
3790 

cggtgggggg cggcagtggc 
3850 

cttcgttgca cgcgggtccg 
3910 

tgtagaagcg agtggcctcg 
3970 

gcgacgggtc agggaccggg 
4030 



ctgcttcctg ggccctgcca 
acgcactggt gtctgagatg 
actgcaagtt cctgcccagg 
cccaccaggc ccagagcctg 
gtctcttgag caaccagaat 
ggctcagcct cctgctatcc 
caggctgatc cttcttttca 
gggtgggggt ggacagtgtg 
tgccaggatg ttggcagccg 
ctcatcccct cagcactaac 
cccaccccgt tcggccccgc 
cgcactcacc tccccctcgc 
attgcgccca gtccccacca 
tactgaccat tccccagcca 
cccgctgacc gctcctccag 
atgctgcgtt ctcctgactt 
ccctggcgtc cgagggtggg 
tccgcgcact cacccgggcc 
gcgcacagtt cccgggcgag 
aaggctacgg gacgagggtg 
ccgggccggg ggtgcgggcg 



gcatctctgg 


ctcggctttc 


gggctggagc 


tggggctggg 


aggctgaggg 


caccccatcc 


gttggccatt 


ctcatgccca 


agcaccccca 


actctgctcc 


cctgactgct 


ggggaccctc 


ctttctgtca 


atgtcaccag 


tgctgggggg 


ttcgggtgct 


gttgtaagcc 


ttgcacggga 


cacatccact 


ctcaaccccg 


cccccgcact 


gaacactccc 


cgctcgaccc 


cgccctcacc 


cagtgaccac 


accctcactg 


cttcccttcc 


gcacttacca 


ccccgcctcc 


cccgtacagg 


tacgttggcc 


cctcctctgc 


agtcggggtg 


tggcaggccg 


ccgggcaggg 


gcgcgctcca 


tgggctgtgc 


gtgctgacgt 


gcgggtgacc 


aagtgcaggc 


cgcgggccta 


ccgggttcgt 



agtagtcgta cacggagact ggcagcgccg acgtcctgcc caccacgcac tcccggagag 
4090 

cacggaaccg cacgcacgtc aggcaccggc tggggatctg tggggcagcg gcgggcgcag 
4150 

gctcgacccg ggccaggagg cccggggcgc tgagctcagg cccagaactg gctgatttca 
4210 

gggataccca ggacgcgtga aacacagaag aaacgtgatc ccattttctt tttttctttt 
4270 

acttttcttt tttttttttt ttcctgagac agagtctcgc gctgttgccc aggctggagt 
4330 

gcagtggcgt gatctcggct cactgcaagc tcggcctcct gggttcaaat gattctcctg 
4390 

cctcagcctc ccaagtagct gggataacag gcgcccacca ccgcaccctg ctaatttttt 
4450 

gtatttttga tcaagacgga gtttcaccat gttggccagg ctggtctcca actcctgccc 
4510 

tcaagtgatc cgcctcggtc ccatttttta ttctttgggt ccttccatcc cactgggaaa 
4570 

acgtctcagg tggcctctga aacaccactc ctttttgtgt gtgtgcacgc atggctgagc 
4630 

atgtgtgggt gggagtcagc acattcacga tactgtgcaa tcatcacctc tgtctagtta 
4690 

caggacggtt tctttctccc ccaaagaaac cccatcgcca tcagcactca ctccccactc 
4750 

ccccagcccc tggcaaccac aaatctttcc aactctacgg atttgcctgt tctgggcatt 
4810 

tcatgtcaat ggaatcatgt actctgtgaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 
4870 

aaaaaaaaaa aaaaaaaaaa aaaaa 
4895 

<210> 2 

<211> 385 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Trp Gly Arg Leu Leu Leu Trp Pro Leu Val Leu Gly Phe Ser Leu 

15 10 15 

Ser Gly Gly Thr Gin Thr Pro Ser Val Tyr Asp Glu Ser Gly Ser Thr 
20 25 30 



o 1 y 


u 1 y 


35 


Mo \J 




Sor 


Thr 

1 1 1 1 


r 1 \j 

40 


lyr 


Prn 
r 1 U 

50 


b ijf 


nin 

VJ 1 1 1 


V a 1 


Lfjr o 


Al;^ 

M 1 U 

55 


Acn 

Mol 1 


Mop 




^or 

Ot. 1 


Am 
Mr y 


M t a 


1 Ol 1 

LtrU 


1 Ol ) 
LCU 


I Ol 1 
LCU 


65 










70 






Prn 
ri u 


M 1 d 


1 Ol 1 

LtrU 


ly ' 


b ly 

RS 

oo 


1 Ol 1 

LtrU 


V d 1 


1 Ol 1 
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1 Ol t 
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M 1 d 


1 Ol 1 
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1 r p 
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1 Ol 1 

LtrU 


Al Pi 

M 1 u 


Thr 
1(11 


Mot 
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LtfU 


rf U 

130 


Prn 


A rn 


Tl o 
i 1 1? 


Al A 
M 1 d 


Tv/ r 

lyr 

135 
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1 Ol 1 

LtrU 


C v/c 

Lyb 


Mot 
l ltr L 


Al ;^ 
M 1 d 


Al p 
M 1 d 

200 




ri U 

210 


1 Ol 1 
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215 
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nl S 
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Sep 
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r ro 
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r ro 
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310 






Ala 


Tyr 


Val 


Pro 


Ser 
325 


Leu 


A1a 


Leu 


Pro 


Phe 


lie 


Tyr 
340 


Tyr 


Tyr 


Val 


Ser 


Ala 


Gly 


Leu 
355 


Phe 


Gin 


Arg 


Ser 


Pro 
360 
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Cys 


Val 


Asp 




330 
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Glu 


Phe 


Arg 


Asp 


Lys 


Val 


Arg 


345 










350 






Gly 


Asp 


Thr 


Val 


Ala 


Ser 


Lys 


Ala 
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Ser Ala Glu Gly Gly Ser Arg G1y Met Gly Thr His Sen Ser Leu Leu 
370 375 380 

Gin 

385 

<210> 3 
<211> 1155 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> This degenerate nucleotide sequence encodes the 
amino acid sequence of SEQ ID NO: 2. 

<221> variation 
<222> (1)...(1155) 
<223> N is any 

<400> 3 
atgtggggnm gnytnytnyt 
60 

caracnccnw sngtntayga 
120 

wsnathytnc cngcnccnmg 
180 

ytnga ry tnc cngaywsnws 
240 

ccngcnytnt ayggnytngt 
300 

gtnytngcna cncargcncc 
360 

gcngayytny tnytngcnyt 
420 

mgntggccnt tyggngargc 
480 

tayggnwsng tnytnytnyt 
540 

ccnytnmgng cnmgngcnyt 
600 

tggytnatgg cngcngcnyt 
660 



nucleotide. 

ntggccnytn gtnytnggnt 
ygarwsnggn wsnacnggng 
nggntayccn ggncargtnt 
nmgngcnytn ytnytnggnt 
nytngtngtn ggnytnccng 
nmgnytnccn wsnacnatgy 
ngcnytnccn ccnmgnathg 
ngcntgymgn ytngcnacng 
ngcngcngtn wsnytngaym 
nmgnggnmgn mgnytngcny 
ngcnytnccn ytnacnytnc 



tywsnytnws nggnggnacn 
gnggngayga ywsnacnccn 
gygcnaayga ywsngayacn 
gggtnccnac nmgnytngtn 
cnaayggnyt ngcnytntgg 
tnytnatgaa yytngcnacn 
cntaycayyt nmgnggncar 
cngcnytnta yggncayatg 
gntayytngc nytngtncay 
tnggnytntg yatggcngcn 
armgncarac nttymgnytn 
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gcnmgnwsng aymgngtnyt ntgycaygay gcnytnccny tngaygcnca rgcnwsncay 
720 

tggcarccng cnttyacntg yytngcnytn ytnggntgyt tyytnccnyt nytngcnatg 
780 

ytnytntgyt ayggngcnac nytncayacn ytngcngcnw snggnmgnmg ntayggncay 
840 

gcnytnmgny tnacngcngt ngtnytngcn wsngcngtng cnttyttygt nccnwsnaay 
900 

ytnytnytny tnytncayta ywsngayccn wsnccnwsng cntggggnaa yytntayggn 
960 

gcntaygtnc cnwsnytngc nytnwsnacn ytnaaywsnt gygtngaycc nttyathtay 
1020 

taytaygtnw sngcngartt ymgngayaar gtnmgngcng gnytnttyca rmgnwsnccn 
1080 

ggngayacng tngcnwsnaa rgcnwsngcn garggnggnw snmgnggnat gggnacncay 
1140 

wsnwsnytny tncar 
1155 

<210> 4 
<211> 7 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Peptide. 

<400> 4 
He Thr Thr Cys His Asp Val 
1 5 

<210> 5 

<211> 42 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Polypeptide. 

<400> 5 

Met Asp Ser Lys Gly Ser Ser Gin Lys Gly Ser Arg Leu Leu Leu Leu 
15 10 15 



11 



Leu Val Val Ser Asm Leu Leu Leu Cys Gin Gly Val Val Ser Asp Tyr 

20 25 30 

Lys Asp Asp Asp Asp Lys Leu Glu Gly Gly 





40 


<210> 


6 


<211> 


8 




DDT 
rK 1 


^91 7^ 


AK'"t""i"Fi^*ia'l Q on i i Ci io o 
Ml L, It 1 L 1 d 1 ocfmJcf iCt; 


<220> 




<223> 


Peptide. 


<400> 


6 


Asp Tyr Lys 


Asp Asp Asp Asp Lys 


i 


c 
O 


<210> 


7 


<211> 


6 


^91 9-^ 


DDT 
rK t 






<220> 




<223> 


Peptide. 


<400> 


7 


Gly Tyr Pro 


Gly Gin Val 


1 
1 


D 


<tlLU> 


0 
O 


<211> 


6 


<212> 


PRT 


<213> 


Artificial Sequence 


<220> 




<223> 


Peptide. 


<400> 


8 


Ser Phe Leu 


Leu Arg Asn 


1 


5 



<210> 9 



<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer. 

<400> 9 
tggcactgcc cctgacactg ca 
22 

<210> 10 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer. 

<400> 10 
cccgtagcac agcagcatgg 
20 

<210> 11 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer. 

<400> 11 
ggtgcccgcc ctctatgg 
18 

<210> 12 
<211> 18 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Primer. 



13 



<400> 12 
tcgcgaggtt catcagca 
18 

<210> 13 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Illustrative nucleotide sequence 

<400> 13 
atgcacggg 

9 

<210> 14 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Illustrative nucleotide sequence 

<400> 14 
cccgtgcat 

9 

<210> 15 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Illustrative nucleotide sequence 

<400> 15 
atggcttagc tt 
12 



<210> 16 



14 



<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Illustrative nucleotide sequence. 

<400> 16 
tagcttgagt ct 
12 

<210> 17 
<211> 12 ^ 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Illustrative nucleotide sequence. 

<400> 17 
gtcgactacc ga 
12 

<210> 18 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> PARI polypeptide. 
<400> 18 

Thr Leu Asp Pro Arg Ser Phe Leu Leu Arg Asn Pro Asn Asp Lys Tyr 

1 5 10 15 

Glu Pro Phe Trp Glu Asp Glu Glu Lys 



20 



25 



<210> 
<211> 
<212> 
<213> 



Artificial Sequence 



19 
25 
PRT 





15 



<220> 

<223> PAR2 polypeptide. 
<400> 19 

Ser Ser Lys Gly Arg Sen Leu He Gly Lys Val Asp Gly Thr Ser His 



<210> 20 
<211> 24 
<212> PRT 

'<213> Art>ficial Sequence 
<220> 

<223> PARS polypeptide. 
<400> 20 

Thr Leu Pro lie Lys Thr Phe Arg Gly Ala Pro Pro Asn Ser Phe Glu 

1 5 10 15 

Glu Phe Pro Phe Ser Ala Leu Glu • 
20 

<210> 21 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> PAR4 polypeptide. 
<400> 21 

Leu Pro Ala Pro Arg Gly Tyr Pro Gly Gin Val Cys Ala Asn Asp Ser 

15 10 15 

Asp Thr Leu Glu Leu Pro Asp Ser Ser 



1 

Val Thr Gly 



5 

Lys Gly Val Thr Val Glu 
20 25 



10 



15 



20 



25 



